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DESCRIPTION

Amiodarone hydrochloride is 3 member of 2 new class of antiarrhythmic drugs with predominant Class M (Vaughan Wikiams’
classification) effects. available for orat administration as yeBow, scored tablets. Each tablet for oral admunistration coatains 200 mg of
amiodarone hydrochlonde. In addition. each blet contains the lollowing inachve ingredients CoMoidaf silicon dioxide. com SRrch,
tactose manohydsate, magnesim slearate, povidone. and DAC YeNow #10 Akiminum Lake

Amvodarone hydrochtonde is a benzoluran denvative: 2-butyl-3 42 thoy|-3.5 Ketone

hydrochonde. 1t 15 ol chemically related to any othes available antiar dythmic drug

The structural formula is as folows
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Amicdarone tydrochlorie is 2 white 10 cream-oolored crystaline powder. 115 Slightly Soluble in wates. soluble in akcohol, and freely
soluble in chloraform. It contains 37 3% iodine by weight

MW 6858

CLINICAL PHARMACOLOGY
Fivctrophysiology/Mechanisms of Action
In animals. amiodarone hydrochloride is efective in the prevention or of induc The
antiarrhythmic effect of amiodarone may be due to al least two major properties. 1) a prolongation of the myoavdm cell-action
‘patenta duration and retractory penod and 2) oncompetitive o and B-adrenergic infibrtion.
Amiodarone prafangs e duration of the acbon polentiat of alf cardiac fibers while causing minimal reduction of dVidt (maximat
upstroke velocity of the action potental) The refractory period is prolonged in at cardac tssues. Amiodarone increases the cardiac
retractory period without influsncing resting membrane polential. excepl in automabic cells where the siope of e prepalential is
teduced, generalty seducing automaticity. These electsophysiologic eects are reflected in a decreased sinus mate of 15 to 20%,
increased PR ang QT intervals of 2boul 10%, the development of U-waves, and changes un T-wave contour. These changes should not
require disconbinuation of amiodarane as they are evidence of its action, afthough can cause marked
sinus bradycardia of Sinus arrest and heart block  On rare occasions, OT prolongation has beer associated wilh worsening of
arrfrythania (see “WARNINGS ™)
Homodynamicy
In animal studbes and aftes intravenous agministration m man, amiodarone relaxes vascular smooth muscle, reduces peripherat vascular
vesistance {afterdoad). and shghtly increases cardiac index. Aftes oral dosing. however. amiodarone produces na significant change in
Jefk ventriculas ejecbon fraction (LVEF), even in patients with depressed LVEF. After acute intravenous dosig in man, 2miodasone may
have 2 mikd negative inotropic etect
Pharmacokinetics
Following ol administration in man, amiodarone & slowly and variably absorbed. The i o is
50%. bul has varted between 35 and 65% in various shudies. Maximum plasma concentrations are aftained 3 to 7 hours after a singie
dose. Despite this, the onsel of action may ocous in 2 to 3 days. but more commonly takes t 1o 3 weeks, even with kaading doses.
Plasma concenirabons with chromic dosing 3l 100 to 600 mg/day are approximately dose proportional, with 2 mezn 0.5 mg/L increase
for each 100 mg/day. These means, hawever, include Consideratie mmdividual variability
Amiodarone has a very facge but variabie volume of distribution. averaging about 60 Lkg. because of extensive accumulation in varius
sites, especially adipose tissue and highly perfused organs. such as the fiver, kung, and spieen. One majos metabolite of amiodarone,
desethytamiodarone. has been identified in man: #f accumutales 10 an even greater extent in almost al tissues. The pharmacological
activity of this metabalite, however. is not known. During chronic Ireatment. the plasma ralio of melabotife to parent compound is
approxamalely one
The main route of efimination is via hepatic excsetion into bile, and some enlerohepalic recirculation may ocar. However, its inetics
 pabents with hepalic. insufficiency have nol been elucidated. Amiodarone has 2 very fow plasma dearance with negligible renal
excretion. 50 that it does not appeas necessary to modify the dose in patients with renal failure. I patients with renal impairment, the
plasma concentration of amiodarone is not elevated. Neither amiodatone ol its metabolites is dialyzable.
In pabents, following discontinuation of chronic aral therapy. amiodar one has tieen shown to have a biphasic ekminalion with an inifiaf
one-half reduction of plasma levels ater 2.5 to 10 days. A much slower terminat plasma-elimination phase shows 3 hait-life of the
parent compound rangimg from 26 to 107 days, with 3 mean of approximately 53 days and most patients o the 40- lo 55-0ay range. In
the absenae of 3 loading-dose period. steady-state plasma concentraions_ at constant aral dosing, would theretore be reached between
130 and 535 days, with an average ol 265 days. For the metabolile. the mean ptasma-elimmation halt-ifle was approximately 61 days.
These data probably reflect an imitial ehmination of drug Irom well-perused bssue (the 2 5- to 10-day hall-fle phase). tollowsd by 2
termingl phase repissenting extremely slow elimination liom poorty perfused bssue compartments such as fat.
The considerable intersubject variaton in both phases of elimmation, 2s well as uncertainty 2 lo what compartment is critical to drug
efiect, requires aftenbon to indnvidual responses once atrhythmia control 1s ackieved with loading doses because the correct maintenance
dose is delermined. in part, by the eliminabion rates. Daily maintenance doses of amiodarone should be based on individual patient
requitements {see “DOSAGE AND ADMINISTRATION™)
Amiodarone and its metabolite have 2 kmited transplacental transter of approximately 10 to 50%. The parent drug and its metabokite
have been detected m breast mik.
Ammodarone 15 ighly protein-bound (approximately 96%)
Athough effects. such zs of QTc. can be seen within hours after a parenteral dose of amiodarone
ydrochionde_ effects on abnormal tythms are not seen before 2 10 3 days and usvally require 1 to 3 weeks, even when 3 loading
dose is used. There may be 2 continued increase in efiect for longer periods stil. There is evidence that the lime lo efect is shorter
when a loading dose regimen s used.
Consistent with the slow rate of efimination, antarthythmic etlects persist lor weeks of months aftes amiodarone hydrochoride is
isconBued, but the time of recurrence is variable and unpredictable. In general, when the drug is resumed after recurrence of the
ardrythmia, controt is established relatively rapidty compared 1o the imiBal response. presumable because [rssue stores were not wholly
depleted at the time of recurrence.
Pharmacodynamics
There 1 no well-established of plasma to . but it does appear thal concentrations much below
1 mgiL are otien ineffective and that levels above 25 mg/L are gencrally nal needed  Withm individuads dose reductions and ensuing
decreased plasma concentrations can resull in loss of arthythmia control. Plasma-concentraion measurements can be used to identify
patients whose levels. are unusualty fow, and who might benefit 1om 2 dose increase, or unusually high, and who might have dosage
1eduction in the hope of Minnizing side etlects. Some observations have suggested a plasma concentration, dose, o doseAduration
relabonship fos side effects such as pulmonary fibrasis, liverenzyme elevations, comeal depasits and facial pigmentation, pecipheral
neuropathy. gastromiestinal and central nervous system effects
Moniloring Eftectivaness
Predicting the effectiveness of any antarchythmic agent in long-term prevention ol recurient ventricular tachycardia and veninculay
fibritiation s difficult and , with highly qualified use ot ambulatory menitoring, programmed
elecincal stimutation with various stimulation regimens, or a combination of these. o assess response. There is no present consensus
on many aspects of how best to assess effectiveness, but there is 2 reasonable consensus on some aspects:
1 If a pabient with a hislory of cardiac arrest does not mu\msl 2 hemodynamicaly unstable arrtythmia during elecirocardiographic
monilosing priot 10 treatment, of fequires some provocalive approach, either exerase o
programmed efectrical simulation {PES}
2. Whether provocation is aiso needed in pabients wha do manitest theit life-threatening armythmia spontaneously is nof settied, bu
there are reasons lo consides PES or ofher provocation in such patients. In the fraction of patients whase PES-inducible archrythmia
can be made noninducible by amiodarone (2 raction that has vaned widely in vatious senes trom less than 10% to aimost 40%,
perhaps due To different stimutaion criteria). The prognosis has been almost uniformly excellent, with very low recurrence (ventnoutar
Rohycardia or sudden dealh} rles. More controversl is the meaning of continued induchility. There has been an impression that
contaiued inducibiity i amiodarone palients may ot lovetell 2 poor pragnosis but, in fact, many observers have lound greates
fecustence rales in pabents who remasn inducible than in hose who do not A number of criteria have been proposed. howeves. for
identitysng pabents who remaim inducible tut who seem Fkely nonetheless I do well on amiodarone. These critena include mcreased
dificulty ot inducton (more sBmuli o mare rapid stimuk), which has been reported to predict 2 lower rate of recusrence. and abikity to
tolesate the induced ventricular Tachycardia without severe symploms, 2 finding that has been reported lo correlale with belter survival
but not with lower recurrence rates. While these critera require confirmation and turther stdy in general. easier mduclbility or poorer
Tokerance of the induoed arthythmiz should sugges| consideration of a need to revise treatment
Several prechciors of suocess not based on PES have aiso been suggested, inctuding complete elimination of 2l non-sustained ventriculas
Gohycarda on ambulatory moniloring and very fow premature veniricutar-beat rates (less than 1 VPB/1,000 normal teats)
Whike these issues remain unseitied for amiodarone, s for other agents. the prescrber of amiodarone shoukd have acoess to (direct o
thiough refexral), and familiarity with, the ull range of evaluatory procedures used in the care of palients with Efe-threatening arrhrythmias
1is difficult to describe the effectiveness rates of amiodarone, 25 Mese depend on the specific asrhythimia treated. the sucoess crrlema
used. e undertyng cardiac disease of the pabent. the number of drugs Iried betore tesorting to the

1. Recurrent ventricutar fibrittation

2. Recurent hemodynamically unstable ventnauly tachycardia

As is the case Tor other anbaimythc agents there is no evidence from controlied trials thal the use of amiodarone tavorably affects.
sunival

Amiadatone should be used only by physioans famdiar with and with access 1o (diectly o1 tyough referral) the use of ali available
modahbes lor treabng tecusrent ide-tieatening ventiicular aithythmias, and who have acoess to appropriate moniloring tackites
including in-hospiial and ambotatory conbnuaus monitoring and iques. Because of the
ife-threatening mature of the artrythiias Ireated potenbal interactons with prior therapy. and potental exacerbatron of he arrythimia.
nitiation of Therapy with amiadarone should be carried out in the hospital

CONTRAINDICATIONS

Amiodarone hygrochlonde s contraindwcated i severe sinus-node dystunction, causing marked smus bradycardia: second- and thed-
degree alrioventricular biock. and when episodes of bradycardz have caysed syncope {except when used in conunction with 2 pace-
maker)

Amiodarone hydrochionde s contratndicated m pabents with 2 known hypersensitily to the drug.

WARNINGS

‘Amiodarone hydrochioriés @ imended lof ¥se onfy in palients wilh the indicated lifethrostaning arrtythmias because its

use is accompanied by substantial loxicity.

 Amiogarons hat several potentialiy fatal aric
s o § !

 the mast important of which is pulmenary Loxicity {hypersansitivity
that has resulted in ctinically munifest diseasa at rates a5 high a3 10 lo
17% in some saries of patients with ventricular ardythmias given duses around 400 mg/day. and 33 abnoemal difiusion
capacity without symytoms in a much highec percentage of pationts. Pulmonary loxicity has been latal about 10% of the
tima. Liver injury is comon with amiodarane, but is suatly mild and svidenced only by abnormal fver srzymes_ Overt
liver diseasa con occer. however, and has boan talal in 3 tew cases. Like other antisriythenics, amiodarona tan exacerbate
the arrhythenia. ¢.9 . by making the arriwthmia ess walt talerated or more difficult to reverse. This has occurtod in 2 to 5%
of patients in variout series, sndTignificant heart block or sinut bradycardia has been sean in 210 5% All of thess wares
shauld be manageable in the propes clinical setting in most cases. Although the freguency of such proamythmic svenes
does not appaar greater with amiodsrone than with many other agents ussd in this population. the stiects are prolonged
when they occur.

Even in patiants st high rizk of arhythmic desth, in whom tha foricity of sniodarone ix an acceptable risk. amiodarons
pores major management problems that coald be tife-thrastening in & popelation at risk of sedden death. 30 hat svery
etort should be mada 1o wlifize sheenative agerts fiest

The difficufty of using smiadsrone sttectively ané sately el poses » signilicant risk 10 gationts. Palients with the indicateé
[arshythmias must be haspitalized white the loading doze ol amiodarone is gwen. 1nd 2 rEsponse generally raquires t least
one week, esually two or more. Secause absorption and eliminati selaction ix difficul,
ang it is nat ynusual 10 require dosage decroase or i of treatment. in 3 urvey of 152 patients
with vartricular Lachyarrtythmias, B4 roquired dose reduction and 18 cequired at least lemporary éiscontinuation of treat-
mert bacause of adverse atacts. and saveral series have regorted 15 to 26% overall requencies of discortinuation dve to
adverse reactions. The lime st which  previeusly controtied lile-trestening arrhythenia will recur akor discontinuation of
doss adiuxtment ix wnpredictable. rangiog om weeks to momths. The satient is obviowsly al great risk during this time and
may nesd prolonged haspitatization. Aflempt t substitte other srtiarthythmic ayents whon amiodarone must be stopped
lty. but wnpredictably changing amiodarone body burden. A similas prablem exists
when amiodarons is ok sttective: i still poses the rizk of an imetaction with whatever subsequent treatment is tried

Mortality

0 I National Haart. Lung and Blood lnsttute’s Cardiac Anbythenia Suppression Trial (CAST). a ong-term. muRi-certored.

sandomized. double-blind study in patients with 1 had had myocardial

infarctions mors than six dxys bul less than two yoars previeusly, an sxcessive mortality or non-lalal cardiac arrest rate was seen

in patients rsaled with encainid of liecainide (S6/730] compared with hal seen in patients mwm 1o matched placebo-treated
en morths

bility of thess rezuks 1o other mumm- {0.... those without recent myoca | infaretions} of to amiodarone
frybrochioride-tr i artrlied tiah with smiodarom in progress. pooied anatysis of
small comrolted rtudiss in patierts with m:luul hoart disesse [inctuding post-myocardial intarction) have 1ot shown excess
mortality in the smiudarone-trasted population.

Pulmonary Toxicity

Amiodarone may cause a lvical syndrome of cough and progressive dyspnea by tunclional B

30 pathotogical data consistent wih pubmonary loxicty. th freqaency of which vanes from 2 (o T% in mast published reports, but s
as high & 1010 17% in some reports. Therelore. when amiodatone therapy i inihaled. 2 baseline chest X ray and pukmonary-lunction
tests_ including dffusion capacily, shoutd be performed  The patent should return for a hestory, physical exam. and chest X cay every
310 6 months

Preexisting pukmonary dsease does not appear 1o inciease the nsk of developing putmonary towcrty. however, Dese patients have 2
paorer prognosis d pulmonary toxicity does develop

Pulmonary toxicily setondaty to amiodatone seems to result from either indiect of dwect loxicity 3 represented by hypersensitivity

o

Hypersensitivity Preumanitis wsually appears earlier in the course of terapy. and techallenging these patients wilh amiodarone
tesults W 3 more fapid recurrence of qreater severity. Bronchoalveolas favage is the procedure of chioice to confirm thrs diagnosss,
which can be made when a T (COB-p 15 noled. Sterod therapy should be instituled and
amiodarone therapy disconinued in these patients.

IntarstitiaiMireolar prevmonitis may resull trom e release of axygen radicals andior phospholipidosis and Is characterized by findings
of dittuse aiveolar damage. interstitial pneumonilis or fibrosts in lung biopsy specimens  Phospholipidosis {toamy cefls_ foamy
macrophages). due to inhibiion of phosphotipase, vall be present in most cases of amiodarone-induced pulmonary toxicity: however,
these changes afso are present in approxamately 50% of 2 Gatients an amiodarone hesapy. These cells should be used as markers of
therapy. bul not as ewdence of toxicity A diagnosis of -induced should kead. al 2
minimum, ta dose reduction or, preferably. 1o withdrawal of the amindarone hydrochipride lo establish reversitulity. especially il other
acceptadle antiarmythmic therapies are avatable Where these measures have been instituted. a reduction M symptoms of amiodatone-
nduced pukmonary toxicty was usually noted within the first week and a chnkcal improverent was greates! in the first two o thre
weeks. Chest X ray changes usually resolve within two 1o four months According To some experls, steroids may prove beneficial
Prednisone in doses of 40 to 60 mgitay or equivalent doses of other steroids have been given and Lapered over the course of several
weeks depending upon the condition of the patient. In some cases rechallenge with amiodarane at a lower dose has ot resulled in
vetumn of toxicity. Recent teports suggest that the use of lower loading and maintenance doses of amiodaione are associaied with 3
decreased incidence of amiodarone-induced pulmonary toxicity

In a palient receiving amiodarone. any new respiratory symptomss should suggest the possibitity of pulmonary loxicity, and the history,
physicat exam, chest X ray. and putmonacy-function tests (with diffusion capacity} should be repeated and evalualed. A 15% decrease
in difusion capacily has 2 hugh sensitity bul onty 3 moderate specdicity for pulmonary foxicity; as the decrease in ditfusion capacity
approaches 30%. te sensivity decreases bul the specificily mereases. A gallum-scan also may be pertormed as part of the diagnostc
workup

Fataities. secondary to pumonary toxicity. have occurred in approximately 10% of cases. However. in palients with Ke-threatening
arthythimias, discontinuation of amiodarone therapy due to suspected drug-mduced pulmenary toxicity should be undertaken with
caubon, as the Most common cause of death in these pabents is sudden cardiac death. Therelore, every effart should be made 10 Tule
out olher causes of respiratory impairment i e.. congestive heart failure with Swan-Ganz catheterzalion it necessary. respirafory infec-
tion, pulmonary emboksm, makgnancy, etc ) belore discontinuing amiodarone in these patients In addition. bronchoalveotar lavage,
transbronchial lung biopsy and/or open lung biopsy may be necessary to confirm the diagnosrs. especially in those cases where o
acceptabl shematc Mgy s vaiable

M 2 drgnasis of s made, shoukd be . and treatment with
steroids Should be mstituted 2 mw\oss ot ced s made. steroid therapy should be
instituted and_ preferably amiodarone discontinued or. at a minimum, reduced in dosage. Some cases of amiodarone-induced

intersttiabatveolar preumonitis may resolve foRlowing a reduction in dosage n with the o
sterods. In some pabents, rechakenge at ¥ lower dose has not resulted in return of intersttal/alveolas pneumonits, however, in Some
patients {perhaps because of severe alveolar damage) the pulmonary lesions have not been reversible

Worsened Arthythenia

Amiodacone, ke other anbardythnics. can cause senous exacerbation of the Dresenting arrhythiia ‘2 fisk that may be enhanced by
the presence of concomitant anbarrhythmics. Exacerbation has been reported in aboul 2 10 5% in most series, and has included new
ventncutar fibriiation, ncessant venticular lachyrardia, increased resistance 10 cardioversion. and polymorphic ventricular tachycardia
associated with GT prolongabon (Torsade de Pointes) In addition has caused or suws arrest
with suppression af escape foci in 2 Yo 4% of pabents

Liver tnjury

Elevabons of hepabc enzyme levels are seen frequently i patients exposed to amiodarone and in most cases are asymplomatic. If the
increase exceeds Bree times nomal, or doubles i & patient with an elevated baseline, disconbinuation of amiodarone or dosage rduction
should be considered 1n 3 lew cases m which biopsy has been done, the histology has resembled that of aloohoke hepatitis or Gihosis.
Hepahc tahure has been 2 rare caisse of death i padents treated with amwodarone.

Loss of Vision

Cases of optic peuropathy and/or optic neunts, usually resuling i visual Mmpanment. have been reporied in patients treated with
n some cases, visual Knpatrment has progressed to permanent blindness. Opic neuropathy and/or neuritis may oot

duration of tolow-up_the dose of amiodarone hydrochloride. the use of additional anbardythmic agents. and many other hCImS As
amiodarone has been studied principally in patients with refractory lte-threatening ventricular archythmes. in whom drug therapy
must be selecled on the basis of response and cannol be assigned arbitranly. randomized comparisons with other agents o placebo
have not been possible. Reports of series of treated patients wath a history of cardiac arrest and mean follow-up of one year or mase
have given mortahity {due 1o arrythmia} fales thal were highly variable. rangsng from less than 5% lo over 30%. with most senes in
the range ot 10 tu 15%. Over a8 arthythma-recurrence rtes (fatal and non-tatal) atso were highty vanable (and. as noted abave.
depended on response to PES and other measures). and depend on whether pabents who do not seem to respond inisally are included
In most cases. considening only patients who seemned to respond welf enough 10 be placed on toag-term treatment, recurtence rales
have ranged trom 20 to 40% in series with 2 mean folow-up of 3 year o more.

INDICATIONS AND USAGE

Because of ts hie-Mireatening Side eftects and the substantial management difficuties associated with its use {see “WARNINGS™
below). amiodatone hydrochlonde is ndicated only for the treatment of the following documented. tde-threatening recurrent ventncular
arythmias when these have nok responded to documented adequate doses of other available antiarhythimics of whea aftermatve
agents coutd not be tolerated

7%
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at any time tollowing indtiation of therapy A causal relationship to the drug has ot been clearly established. I symptoms of visual
ympanment appear, such as changes in wsual aculy and decreases in Perpheral vision. prompt ophihaimic examination 1s recom-

inended. Appearance of oplic neuropaltry and/or neunts calls fof re-evakiabon of amiodarone trerapy. The risks and complications of
antiaithythmic Therapy with amiodatone must be weighed against its benefits in patients w'mse Yves are thieatened by cardiac
Regular ophthaimic inciuding fundoscopy 2nd shiHamp during

of amiodarone (see “ADVERSE REACTIONS™)

Pregnancy: Pregnancy Category D

Amiodarone has been shown to be embryotonc (mcreased feal resomtion and growth fesdation) m the ral when gwven orally at a
dose o 200 mg/g/day (18 Bmes the maxmnum srecommended Mamtenance dose) Simitar findmgs have been noted m one stiain of
mice al 2 dose of § MgAG/Gay (2ppronmatety 17 the maximum recommended mainterance dose) and highet. but not im a second
strain nor m the rabbit at doses up to 100 mg/kgAday (9 times the maxwmium recommended maintenance dose}

Neonstal Hypo- oc hyperthyroidism

Amiodatone can cause fetal harm when admunistered Yo 2 pregnant woman  Afthough amiodarone use during pveqnmcv 5 uncommon,
Ihere have been a smafl number of published reports of congenital and s used
during pregnancy o it the patient becomes pregnant while taking amiodarone, the patient should be apprsed of \m potental hazard to




The tetus.
In general amiogatone should be wsed dusng pregnancy only Hf e potental benefit 10 he mother jushhes e woknown nsk fo the

eluss
PRECAUTIONS

Impairment of Vision

Optic Nevrapathy and/or Neuritis
Cases of ophc neuropathy and ophc neurilis have been ieported (see "WARNINGS™)

Comeal Microdeposits

Coineal mxcrodeposits appeat 1n the majonty of adults lieated with amiodarone  They are usually discesnible only by shi-lamp
examinabon bul gve nise 1o symploms sch as visual halos ot blurred vision tn as many as 10% of patents  Comeal mierodeposits
are reversible upon reduchon of dose of fermination of tieatment  Asymplomahc microdeposits are nol 3 reason o reduce dose
ot discontinue Ireatment {see "ADVERSE REACTIONS ™)

Neuralogic

Chionic agminmstration of oral amsodaione m rare mstances may lead to the development of penpheral neuropathy tal may resolve
when amiodarone is discontinued bul INis resalution has been Stow and incomplete

Photosensitivity

Amiodatone has induoed pholosensitzabon in about 10% of patients. some prolechon may be aiorded by the use of sun-barries
creams o1 protecive clothing. Duning long-term Iseatment. a blue gray discolorabon of the exposed skin may occur  The nisk may be
increased m pahents of fair complexion of those with excessive sun exposure. and may be related to cumutative dose and duration of
therapy

Thyroid Abnormalities

Amioarone whibits petipheral conversion of thyroxme (T} to trirodothyronine (T3} and may cause mcreased thyroxine levets,
decreased T3 levels and incieased levels of nactive reverse T3 (sT3)in dnicaly euthyroid patients. Iis also a potentat source of
targe amounts of snosgamc iodine. Because of sts release of moigamic Jodime. or perhaps for other reasons. amiodarone can cause
either bypolhyrowdism or hypertrytodism. Thysoid funchion should be monitored prior To Ueatment and periodically thereafter,
parhcutarty in ebderly patients. and in any pabent with 3 history of thyrowd nodules. goiter, o other thyrowd dystunction Becasrse of the
slow ehmination of amiodarone and its melabokies high piasma iodide levels, altered thyroud funchion, and abaorma thyroid-function
tests may persis) tor severat weeks o7 even months following amiodatone withdrawal. Hypothyroidsm has been reported in 2 10 4% of
pabents m most senes, but 1n 8 to 10% in some senes  This Condrison maay be identified by televant clinical symptoms and particularly
by elevated serum TSH levels. In some chmcally bypoihy10id amiodaione-tiealed pakients. free thyroxine index values may be norma.
Hypothyroxlism 15 best managed by amiodarone hydrochiotide dose tsduction and/or thyrod hormone supplement. However, thera-
py must be ndividuahzed_20d i may be necessary lo disconbnue amiodarone i SOme paltients.

Hyperthyroudrsim occurs in aboul 2% of pabents. fsceing amtiodatone. but the incxdence may be higher among satients with prior
inadequate dwtary indine intake. Amiodatone-mouced hyperthyrowdism usually poses a gieater harard 1o the gabent than hypolyroidism
Becavse ot e possibilty of arrhythmia breaktheough or aggravation In fact, IF ANY NEW SIGNS OF ARRHYTHMIA APPEAR. THE
POSSIBILITY OF HYPERTHYRODIDISM SHOULD BE CONSIOERED  Hypertwyroidsm is best identdied by televant chnical symptoms.
and signs. accompamed usually by abnormatly elevated levels of serum T3 RIA. and hurther elevations of secum T4, and a subnormal
serum TSH level {using 2 sufficienlly sensitive TSH assay)  The finding of alh( 1SN esporse 10 TRH &5 mniwmalofy of hyperthrytowdism
and may be sought i equivocal cases. Since asthythmia

Pediatric Use

The satety and eflectveness of amiodarone hydiochlonde in pediatng patients have not been established,

ADVERSE REACTIONS

Adverse reactions have been very common i virtually all seires of palients eated with amiodaione hydrochloride for ventriculas

atthythmias with relatively kasge doses of drug (400 mgiday and above), occurnng 1 about three-tourths of all patients and causing

disconbnuaion in 7 To 18%. The most senous reactions. ale pulmonary foxicily, exacerbation of armymmia. and rae serious kiver

inpry (see “WARMINGS™), bul ofhe: adverse effects consblule inportant problems  They are often reversible with dose reduction and

Virtuatty aways reversible with cessation of amiodarone ieabment  Most of the adverse eftects appear to become more frequent with

conlinued reatment beyond Six months. although fales appear 1o remasn rebatvely constani beyond one year  The bme and dise

retabonships of adverse eftects are under conbnued shudy

Neurologic problems are exiremely common, occutring in 20 to 40% of patients and including malarse and fatigue, lremor and

involuntary movements. poot coordinabon and ga. and peripheral neuropathy. they are rarely a reason 16 stop therapy and may

sespond to dose reduchons or discontinuabon (see “PRECAUTIONS™)

Gastomntesbnal complaints. most commonly nausea. vomilng. constipation. and anorexia_ octut ; aboul 25% of palients but rarely

sequite discontinuabion of drug. These commonly occur dunng high-dose adminssiration {1 . loading dose) and usuaRy respond fo

duse reduchon or dvided doses

Opthaimic abmormahities including ophic heuropathy and/or ophc neutifis, in some cases progressing ko permanent blindness,
. comeal X . eye discomfon scotoma, lens opacives. and macular degeneration have been

reported (see “WARNINGS™)

Asymplomatic comeat miciodeposits are present m virlually all adull patients who have been on drug fos mote than 5 months. Some

patents develop eye sympioms of halas. photophobia. and dry eyes. Vision s rarely affected and drug discontinuation i rarely needed.

Dermatological adverse reactions occur in about 15% of patients. with photosensibvty bemg most commeon (about 10%). Sunscieen

and protection krom sun exposure may be helphul. and diug disconlinuation is not usually necessary. Prolonged exposure to

amiodarone occasionalty sesults i 2 bluegray pigmentaton. This s slowdy and teversible on

of drug but is of cosmenc importance only.

Cardiovascutar adverse reachons, othes than exacerbation of the arhythmias, include the uncommon occurrence of congestive heart

failure (3%) andt bradycardia. Bradycardia usually responds to dosage reduction bul may sequuie 3 pacemaker for conliol. CHF rarely

requires drug drsconthuation  Cargiac conduction abnormalities occur infrequently and are reversible on disconbnuation of drug

Hepatibs, cholesiatic hepatitis. Ghirhosis, vasculilis. cerebr.

oblilerans organizing pnevmonsa {possibly fatal) pleuritis. pancrealitis, loxc epdermal necrolys:s. pan:ylnpehn and neuuwema aAso

have been reported in pabents recziving amiodarone

The tollowing swde-etiect rates are based on a retrospective study of 241 pabients treated for 2 to 1515 days (mean 4413 days)

The toltowing side sflacts were sach reported in 10 ta 33% of patients:

Gastontestinal Nausea and vomiting.

The lollowing side eltects were each raported in 4 1o 9% of patients:

Solar
Neurologic Malaise and fatigue.
patesthesias

involuntary . lack of abnomnal gaivataxia, dizziness,

agpressive medical wreaiment is indicated. including. i possible, dose vzducnan o withdrawal of amiodarone. The institution ot
antithytoid drugs. B-adreneigic blockers andior lemporary coricosteroid therapy may be necessary. The action of antithyrokd drugs
may be especially delayed m amiodatone-induced thyiploxcosis because of substantial guantities of pretoimed thy1oid homanes
stoted m the gland. Radicactve iodme therapy 15 contrandicated because of the low radiosodne uplake associaled with amiodarone-
nduced hyperthyloidism. Experrence with thylod surgery in s Selting is exltemely limied. and fus form of theragy funs the
theorelicat ns of mduGng thyroxd storm  Amiodarone mduced hype hyroxsism may be loflowsd by a transwent period of hypothyTowdism
Surgery
Hypoteasion Postbypass: Rare occurrences of of bypass duting open-heart
surgery m pahenls recewving amiodalone have been reported m l:lalmﬂsmp of this event to amiodarone therpy it unknown.
Adult Respivatory Distress Syndrome (ARDS): Posloperatively. rare occuriences of ARDS have been reported i patients receiving
amiodarone theraby who have undergone eithet cardiac of noncardiac surgery  Afthough patients usually tespond wel 1o vigo1ous
respiratory theragy, in rare instances e outcome has been tatal. Unbl further shudies have been perormed. it is recommended thal
£107 and the delemmimants of oxygen delivery o the tissues {e g.. Sa0g. PaDz) be dlosely monitored in palients on amiodarone
Laboratory Tests
Elevatians wn fivel enzymes (SGOT and SGPT) can occur  Liver enzymes in pabents on relalively high mainlenance doses should be
monitored on 3 tegulas basis  Persistent signicant elevations m me Tiver enzymes ot hepatomegaty should alert the physician to
consider 1aducing the dose of therapy
Amiodarone hydrochkonde alters e Fesults of fyrowd-tunction tests czusmn anincrease in sersm Ty and serum reverse Tg. and 3
dechine in serum T3 levels  Despile tese biochermical changes. most pabients remain chmically euthytoid.
Drug Iteractions.
Aithough only a smak number of drug-dnug interaclions with armiodarone ydrochlonde have been explosed Tormatly, most of these
have shown such an interaction  The potental for other inleractions should be anbcipated, parcutarty lor drugs with polentially serious
toxxily, such as other anbarrhyhmics I such drugs are needed. teir dose shouM be reassessed and where appropriate. plasma
concentration measured
In view of the tong and variable halt e of amiodarone hyd!ocmonﬂe Dotential for dnug imteractions exists nof only with concomitant
medicabon bul ato with drugs
Cyclosporine
Concomitant use of amiodarene and cyclospatine has been reporied 1o produce persislenty elevated plasma concentrapons of
cyciosporine resulting in elevated creadnine. despile reduction in dose of cyclosparine
Digitalis
Administrabon of amiodatone hydrochloride 10 palients receiving digon Merapy reguiarly results in an inctease in the serum digoxin
concentration that may reach loxic levels wih resultan! chinical toxicily. On initistion of amiodarone hydrochlorids, the need lor
digitalis therapy shoutd be teviswed and the duse reduced by approximately 50% or discontinued . f digitalis lreatment is conbinued.
serum levels should be closely monitored and pabents observed tor chinical evidence of toxicity. These precautions piobably should
appty to digitaxin adminisiration as well
Anlicoagelants
“Potentiation of warfann-lype anticoaguiani response is almost atways seen m patienls recesrving amiodatone hydrochlonde and can
result in senous ot 1aia) blesding. The dose of the amicoagulamt shoeld be reduced by one-third to one-hall, and prothrombin limes
should be monilured closaly
Antiarrithenic Agents
Other antiarshythmic drugs. such as quinidine. procainamsde, disopyramide. and phenytoin. have been used concuttently with
amiodarone hydrochioride.
There have been case feports of increased sieady-state levels of quimdine. procainamide, and phemyloin during concomitant therapy
with amiodarone. in general, any added anhairhythmic drug should be imitiated at 2 lower than usual dose with caretul momitoring.
in genesal of wilh othel thesapy should be reserved tor patients with Me-threatening ventricular
atrhythmias who are incompletely responsive to # singke agent of incomplelely responsive to amiodarone. During transer 1o
amiodarone the dose levels of previously administesed agents should be teduced by 30 1o 50% several days afier the addition of
amiodarone, when armythmia suppression should be beginning. The continued need for the other anliarrhythmic agent should be
reviewed aftesr The eflects ol amiodarone have been eslablished. and disconbruation ordinarily should be aftempled. f the Lizabnent is
contmued, these patients shoul be particularly caretuity manitored o1 adverse eltects, especally conducion disturbances and exacer-
bation of tacharshytvmias, as amiodarone is conbnued. In amiodarone-treated patients who require additional anbiarrhythmix: therapy.
the initial dose of such agents should be approximalely half of the uswal recommended dose.
Amiodarone should be used with caution i patients recerving B-blocking agents ot calcium antagonists because of the possidle
potentiation of bradycardia. sinus anest, and AV block: if necessary, amiodarone can continue to be used atter inserbon of 2 pacemaker
in patients with szvere bradycardia o siwus arrest.

SUMMARY OF DRUG INTERACTIONS WITH AMIODARONE HYDROCHLORIDE

; Interaction Recommended Dose
i Redsction of
Orsat (daya) Magnitude Concomitant Drug
Wartaom 3w InCieases prothrombin me by 100% 1 vk
Digoxin 1 Increases szfum concentration by 70% 1
uinhne F Increases serum concentrabon by 33% 1 mewe
{or descontinue)
Procamamide <7 Increases plasma concentration by i
55%: WAPA" concentration by 33% {or discontinue)

PA - r-acetyl procainamde

Electrotyte Disturbances

Since antistetythmic drags may be inettecbve Cr imay be n pavents with
Geficiency shouid be cortected before msbtuting amiodarone therapy.

Carcinogenesix, Mulagenesis, Impairment of Fertility

Amiodasone hydrochioride reduced fertlity of male and female rats al a dose level of 90 my/g/day (& x highes! recommended human
smaintenance dose).

Amiodarone caused a stabstically significant, dose-related inciease in the incidence of thysord fumors {Tolikulas adenama and/or
carcinoma) in rats. The incidence of thyi0id tumors was Dreates hian conliol even at the lowest dose evel of amiodarone hydrochloride
fested. ie . S mgfg/day or approximately equal to 1/ the highest human dose. studies
{Ames. micsonucieus. and lysogenic tests) with amiodarone wese negative

Pragnancy. Pregnancy Category B

See “WARNINGS.

Labor and Delivery

Y s ot known whether the use of amiodarone during labot or delivery has any immediate or delayed adverse effects. Precknical studies
i todents have not shown any ettect of amiodaione on the durabon of gestation of on partunton.

Nursing Mothers

Amiodarone is excreted in human mitk, suggesting tal breast-leeding couid expose the nursing infant 1o a significant dose of Ihe
drug. Nursing otfspring of ictabng ras administered amiodarone have been shown to be Jess viable and have reduced body-weight
gains. Theretore, when amiodarone therapy is indicated, he mothe) should be advised Io discontinue nursing

any polassium o1 Magnesiwm

Consnpation, anorexia.

Ophthaimoiogrc: Visual disturbances.

Mepanc: Abnosmat kver-function lests.

Respiratory. Pulmonary infammation of fbrasss.

The foltowing side eftects wers gach reported in 1 10 3% of patients:

Thyroid: Hypothyroxdsm, hyperthyroidism

Neurologic: Decreased libido, msommia. headache, sleep disturbances

LCardiovascuias: Congestive hean tailure, cardiac arthythmias, SA node dystunction

Gastrointestinal. Abdominal pain

Hepatic- Nonspeaific hepatic tisorders.

Othe:: lushing. abrormal taste and smell, edema,. abnomal sakivalion, coagulation abnormalites

The tollowing side ettects were gach reported in lest than 1% of pationts.

Blue skin ash, . alopeqa, . and cardc conduction abnormahities.

In surveys of almost 5,000 palients treated in open U.S. studies and in published reporis of treatment with amiodarone tydrochlonde.
the adverse reactions most Heguently requiring disconbnuation of amiodasone included pulmoary mfiltrates or fibrosis, parcxysmal
ventricular tactycardia, congestive beart fadure, and elevabon of livel enzymes. Othet symploms causing discontinsabons less often
included wisual disturbances. solar dermablis, blue skin di: . and

OVERDOSAGE

There have been a few reported cases of amiodaione hydrochlonde overdose in which 3 to 8 grams were taken. Thele were no deaths
o1 pesmanent sequelse  Animal studies indicate hat amiodaione hydiochlonde has a high oral LDsg (>3.000 mgAkg). ¥ addition to
generat supportive Measutes, the patient's cardizc thythm and blood pressure should be monitored, and it bradycartia ensues. 3 B-
adreneigic agonist of a pacemaker may be used. Hypotension with inadequate tissue perfusion Should be leated with positive inotropic
and/o1 vasopressor apents. Neither amiodarone nof its metabolile is dulyzable.

DOSAGE AND ADMINISTRATION
BECAUSE OF THE UNIOUE PHARMACOKENETIC PROPERTIES, DIFFICULT DOSING SCHEDULE, AND SEVERITY OF THE SIDE EFFECTS
W PATIENTS ARE IMPROPERLY MONITORED. AMIODONE HYDROCHLORIDE SHOULD BE ADMINISTERED ONLY BY PHYSICIANS
WHO ARE EXPERIENCED IN THE TREATMENT OF LIFE-THREATENING ARRHYTHMIAS WHO ARE THOROUGHLY FAMILIAR WITH THE
RISKS AND BENEFITS OF AMIODARONE THERAPY. AND WHO HAVE ACCESS TO LABORATORY FACILITIES CAPABLE OF
ADEQUATELY MONITORING THE EFFECTIVENESS AND SIDE EFFECTS OF TREATMENT
In order 1o insure that an antianhythmic etfect will be observed without wailing several months, loading doses are required. A
unitotm, optimal dosage schedule lor administralion of amiodarone hydrochloride has ot been determined. Individat patient Biraon
is suggesied according lo e following guidelines.
For fe-threatening ventricular asrythmizs, such s ventriculd! fibillzlion or hemodynamically unstable ventricular tachycantia: Close
fmonitoring of the patients is indicated dunng te loading phase. particutarly untd Fisk of recutient ventricuia) achycardia os Fbsillation
has abaled. Because of the serious nature of the arrhythmia and the tack of predictable time course of eHect, loading should be
pertormed in 3 hospital setting. Loadmg doses of 800 to 1.600 mgiday are required for 1 to 3 weeks (occasionalty longer) untl inisal
therapeutic response pccurs. (Administration of amiodarone hydrochioride in divided doses with meals is suggested for total dally
doses of 1000 mp or higher. o1 when gastroinlestinal intolerance occurs.) H side effects become excessive, the dose should be
reduced. Efimination of recurence of ventricutar fibriation nd tachycardia usually occurs within 110 3 weeks, 3ong with reduction in
complex and lot! ventricular ectopic beals.
Upon starting amiodarone therapy. an atlempt shoukd be made to gradually dscontinue prior antartyhmic dnugs (see PRECAUTIONS-
“Dug Mnteractions™). When adequale armythmia Cantrol is achieved, or it side effects become prominent, amiodarone hydiochioride
dose should be reduced 1o 600 1o 800 mg/day for one month and hen to the mainterance dose. sually 400 m#day {see *CUNICAL
DEY—Moniloring i ;). Some pabents may require larges maintenance doses. up lo 6500 mg/day. and some
can be controlied on lowes doses. Amiodarone may be administered a5 a single daity dose. of in pabents with severe gastrointestinal
intolerance, as a b.id dose. In each patient, the chronic maintenance dose should be determined according to anbantythmic effect as
assessed by symptoms. Holler recordings. and/or programmed slecirical stimulation and by patien! tolerance. Plasma concenltations
may be helph in evaluating nonresponsiveness of unexpectedly severe taxiGly (see ~CLINICAL PHARMACOLOGY ™).
The lowest eftective dose Should be used lo pravent the occuirence of side aflects In alt imtances, the physicisn must be guided
ry the sevarity of the individual pationt’s archythmia and response to
When dosage adjustments are necessary. the paient shoukd be closely momtored for an extended period of bme because of the long
and variable hall-ife of amiodasone and the difficully in predicting the time sequited 10 attain 2 new steady-stale level ol drug. Dosage
suggestions are summarized below:

Loading Dose {Daily) Ajstment and Maintanance Dose (Daity)
[Vwimllv Arhytheniay 1103 wetks -1 month usual maintenance
800 10 1600 mg 600 10 800 mg 400 mg

HOW SUPPLIED

Asmiodarone hydrochloride tablers are available i botties of 60, 100, 3nd 500 as folows

200 mg. round, Mat-faced. bevelled edge. yeNow lablets debossed ~{= = wver bisect. and “144” betow the bisect, and plain on the other
side.

Keep tighlly closed.

Store at controlied room temperaturs 15°-307C (53°-86°F). Protect wom light.

igtt-resistant contsiner ax defined in the USP, wih o child reaistert slovers 2 rogeirad

Manutactured by
Eon Labs Manutacturing, Inc
Lauretton, New York 11413

ued 12797
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USUAL DOSAGE: See ac-
companying literature for
complete prescribing infor-
mation.

Store at controlled room tem-
perature 15°-30°C (69°-86°F).

Protect from light.

This is a butk package.
Dispense in tight, light-
resistant containers as
defined in the USP, with a
child-resistant closure, as
required.

Issued 12/97

USUAL DOSAGE: See ac-
companying literature for
complete prescribing infor-
mation.

Store at controlled room tem-
perature 15°-30°C (59°-86°F).

Protect from light.

This is a bulk package.
Dispense in tight, light-
resistant containers as
defined in the USP, with a
child-resistant closure, as
required.

Issued 12/97

USUAL DOSAGE: See ac-
companying literature for
complete prescribing infor-
mation.

Store at controlled room tern-
perature 15°-30°C (59°-86°F).

Protect from light.

This is a bulk package.
Dispense in tight, light-
resistant containers as
defined in the USP, with a
child-resistant closure, as
required.

Issued 12/97

NDC 0185-0144-60

Amiodarone
Hydrochloride
Tablets

Rx only
60 Tablets

KEEP TIGHTLY c’u.'oé’E"q
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E Eon Labs

Amiodarone

Hydrochloride

Tablets

Rx only
100 Tablets

Each tablet contains:
Amiodarone

Hydrochloride ....... 200’mg

KEEP THIS AND ALL 554
MEDICATION OUT OF THE
REACH OF CHILDHEN

‘Manufactured by:
Eon Labs Manufacturing, Inc.

Laurelton, NY 11413

0EG 2 3

Each tablet contains:
Amiodarone

Hydrochloride ....... 200 mg

KEEP TIGHTLY CLOSED.
KEEP THIS AND ALL
MEDICATION OUT OF THE
REACH OF CHILDREN.
Manufactured by:

Laurelton, NY 11413

E Eon Labs

NDC 0185-0144-05

Amiodarone

Hydrochloride

Tablets

Rx only
500 Tablets
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E Eon Labs

Each tablet conlams
Amiodarone
Hydrochloude L

KEEP THIS ANDALL

}REAEH OF CHILDREN.

Manufactured by:

Eon Labs Manufacturing, Inc.

Laureiton, NY 11413
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